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CONSENT TO TAKE PART fN A RESE^{.RCII STUDY

TITLE OF $?UDY:
.4, Phase I Study to Evduste the Srfefy of Trigriluzote (FC-4157/BIM157) in Combinstion with
PD-l Blocking Antibotlies

Principll Investigstorl

This consent form is part of *n infsnned conseirt proeess fbr a resemch sfudy and it will provide
infonnation &at will help you to decid* whether you wish to vohmteer for &is rcseuch shrdy. It q.ill
help you to understsxrd what tbE study is about and wtrrat will happen in tlre course of the sfudy.

If you have questious at any tirue druing fhe research study, yorr should feel &e€ to a*k them ard should
expect to be given arl$wers that you completelyrurderstand.

After all of your questions have been anrwered if you still wish to take pafi i$ tlre study, you will be
asked to rigp tki* iufomed conseut form"

The study doctor (the priueipal iuvestiptor) or auother member of the study team will also be asked to
sigu this informed consent fonn. You will be given a copy of the signed corrsent fonn to keep.

You are not giving up aoy of yoru legal rigfits by volturteering lbr this research study or by sipring this
can*ent fonn.

The costs that are usrmlly ccvered iuclude things sueh as research laboratory tests reqrrired by the sfudy,
md the costs of collecting all of the infoffiiation required bythe $tudy.

Why is this study being done?
The puqpose if this study is to find if the investigational drug tripiltuole (also called fC-4157 or BII!'-

Sponsor of the stutly:
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Study Title A Phasc I Snrdy to Eraluate thc Safcty of Trigrilueolc (FC413?A[{VAt5?) in Coarbis{tiou rri& PD-l Blockiug Antibodics
ir,*ru -t*.r-o.-r-f

4157) is safe to use iu c$nbhatiou with the FDA-approved anti-cancer drugs called uivolumab or
penrlroliauuab, which are botlr in t&e class of dnrgs called a$ti-PD-l anfibodies" This study will test
increasing doses of rigriluzole given with one of the auti-PD-l antibodies at a standard dose.

Trip'iluzole, the investigational drug is a pro-drug (new fonuulation) of a dnrg called rihuole. which is
FDA-approved to trcat n ueurologic disease called auryotrophic lateral sclerosis. An investigational dmg
is one tfuat is rot nppr:ovod by the FDA to feet your disease" A 'prodrug' is rlol an active drug buf it is
couverted into an activr &rrg in the bod$ which mears triggiluzole when taken by mouth readily
converts into riluzole. In laboratory shrdies, rihuole slows the grorr& of caucer cells, and decreases
certain iunuune suppressive cells in the tumor, which may make hunors more su$ceptible to treatmeuf
with PD-1 altibodies.

PD-l hhibitors help the body's immune system work against tumor cells. Tlpically, the human body's
iurmuae systern recognizes abnormal cells in the body *nd destroys tlrem. Cancer cells frequently create
proteins on the eell surfffce fD-tl) t&nt act as signals ts tnm off this part of tbe imeu&e system, uot
allowing them to interact rvith the PD-l proteio that is expressed on the irnmune cells. Nivolumsb is a
PD-l arrtibody (a type of hrnnan protein) that is approved by the FDA br the trealruent of certain type*
of calrcert like me]arromfl, some fonns of hmg carcer, kidney eaflcer, squau]ous cell carcfu]oma of the
head *nd nech bladder cancer and Hodgkin lynrphoma. Perubrolizru:rab is also a PD-l antibody aud has
been approved by the FDA to heat melanoma. some forms of lung caucer. squarnous cell carcinoma of
head and neck, snd Hodgkin lynrphoma. Both of tlre PD-l inlribitors used iu this study (nivolrunnb and
pembrolizumabi are also under iuvestigafiou fbr meny ofher gpes of cancers in various clinieal trials in
combinations with various othm appnts.

The safety ard how well this dnrg combinatiou is tolerated will be detennined based on vital sigrs,
physrcal exa$t$, Iaboratory tests, inrapritg and quality of li& qrresticnnaire arrd any problenrs you might
experience &ring tlre sndy.

The otber puryo$es of this study are to deienniue:
r best dose of hipiluzole
r effeet of sfudy drugs on the gror*'th of your co$cer
r hotr irnnruue cells itr yow blood and tumor are affected by study teahuent
r how proteins in yourblood and tumor are affected by study treatruent

There are fiilo psrts to this sludy:
Part l: To find the best dose of &igrilueole in combfurafiou rlrrith nivolunrab
Part 2: To find the best dose of ripgiluzole in cornbiaafion with pembrolizumab

You will be explaiued in detail aborrt what will happen in shrdy. If you have any questions or if you
don't uode$tand anything, ask the doctor or the study staffto explain before you siEr this fonu.

Why hrl'r you bren asked to take prrt in this study?
Yau are being asked to participate ir this resaatrh studybecatxe you have a cfltcer that is metastatic (has
spread to ottrrer areas of the body) or caunot be removed by stugery and your doctors believe that there is
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reasooable sxpectatioe of benEfit if you took nivohunab or perubrolinunab.

lilko mry trko prrt in thir l&d$ Atd who mry not?
You may be irchded in this study if:

r Yotr ore more &a$ l8 years of agr
r You are diagpo$e with advanced stage cancer that is not responding to other trea&eut or uo

sfier staadard heahnent is available"

You may not be included in this otudy if:
r Yourbloodtests are veryabnormal
r You have a serious infectiou
r Yor *re taking steroids

The study doctor eudlor research team will also ask you other questious about your ruedical history in
order to make sure you qusli& to be in this sttrdy.

IIow long will the study ttkc ard how mnny subjectr witrl partirip*te?
Yow sfudy treatmetrt is expected to last rmtil your csilser gets worse or rmtil you ar€ no longer receiviug
benefits &om thE treabnent ma:rimum up to 109 weeks. You may stap taking part h study at any time
for any fessotr.

A total of 12 - 27 subjects will lre eruolled shrdy rvide

lffhat will you br. rsked to do if you t*ke part in this rtsssrch study?
Before you besin studytreatmert:
You will lrave soure exarlrs, tetts and procedures to firrd out if you can take pail in this study. Most of the

exams, tests, and procedrues you will have are parl of ihe usual approach for your cancer. However, yotu
doctor will do some extra testing as part of the study. The testing tbat yorr will ueed to h*ve if you take
part iu this shrdy is discussed below. If some of these have beeu done recently they maynot need to lre
r"epeated, this will be up to the study doctor.

r A medical bistory including quertinns about your health, cunent medications, and any allergies
r A plryrical exam. The researcb doctor or another research healthcare profbssional rvill complete a

physieal assess,ruent, including blood pres$ue, pulse, rate of breathing. ternperature, and height
and weigiltt.

r .A,n assessmeul of your fuuror by scan. Scans may include:
o Cornputed touroBqaphy (CT), a scan that uses x-l"y$ to look at one parl of yotu body. It

mny be done with or without con&'ast. Contrest means that dye is injected into yoru veiu
to increase the diffrreuces between normal and abnomal tissue. CT scatrs are preftred.
but PET/CT sca$s flrsy be done irxtead of CT scans if you have kidreyproblems or if
*ioT:1;:'*x-:#:Hffjr&:b#i:'::xm:xlx*J,,am.ru,.f

mdioactive gducose {sugar) irrjected into yoru vein to urake a detailed,
courputerized image qf diffbrent parts of tlre bodywhere the sugar is taken up.
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o Maguetic resorffrce i*ugrog (MR"f), imapng that uses a $fiong mepetic field to look at
your brain, ifueeded.

r Blood tests:
s Approximateiy 3 teosponns (10 mL) for routfue texting such as, a complets blood count,

kidney and liver frmctiou tests to eaflue that it is safe to *dminister anyof the drup
included inthi* study

o Approximately 1 teaspoon (5 mL) for blood clotting fesis
o Aproximately I teaspoon (5 url) for thyroid frurctiou testiug

r Preguancy test, if you are a lvolnar of child-bearing poteutial.
r Electrocardiogram (also known as an ECG or EKG). This is a p*iuless paper aacing of your

hearte uormal elecfricnl a*tivify
r If &ere is * hulor that cau be e*sily renroved by a biopsy {a sarnple cf the huuor) in the office

settiug fbr resenrch purlloses" You maycboose not to have this procedtue if you do not want to
Sptianal). You may *till be Enrolled in this shrdy if pu say ro. This procedure will be done at ao
additional cost to you.

e A *arnple of yoru hunor fiom a previous bropsy will be obtained when av*ilable.

If you do, not meet the eligibility requirements, you cilrnof take parl in this study. The study doetor will
inftmr you of other options thnt are avnilable ts you.

If the tests, exolrx, procedtues show that you cofi be ir the shrdy aud ]iou are aggeeable to contimre, then
you will be enrolled to the study.

While on study treatrnent:
This is a dose escalation trial, which mear$ the dose of trigriluole will increase as lnote patients are

eurolled. This study will determhe tlre dore of shrdy drug kigriluzole that can be sa&ly administered
with the PD-l blocking dnrgs uivolurnab and pembrolizrunab and tlre effect ou ciucer. As the study
proffe$sesl additional patients lvho euroll urill receive hi$rer dones of higrihrzole. You will take
trigrilrrzole tablets by motrth and the other dnrgs will be admiuistered by vein OV) by a curse at the
carrcef center.

This study is "open label,'which mezms that both you aud the study doctor will kuow your study dnrg
assignmeut. Although different dose levels of trigriluzole will be tested in c.ombination with nivohunab,
the dose level of nivolumab or pembrolizumab will bs ilre same. The dose levsl of figgiluzole that you
will receive will be *signed to you upon eruollme*t to the study.

Prrt I: The study will firct test the safety of tripiluzole and uivolumab, which is given once every 2
weeks. Eaeh dose gsoup gets a different dose of trigriluzole to decide the safe dose of triggiluzole" First 3

patients will be enrolled in the lowest dose group. After that ggoup 2 rvill open for keatment. If all the
pntienfs in this group tolerate the dng, next 3 patients will be enlolled iu group 3" If all the patients in
this gpuup tolerate the dnrg, next 3 patienfs will be enrolled in group 4" The four groups are as fullows:

. Group t: 140 mgofhiggihrzole bymouth everymomiug

. Group l: 140 nrg of tripiluzole by mouth frarice a day

I
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Principal lm"cstigrtor

iluzole by mouth everyrnoming antl ?80 mg every evenirg
Group {: ?80 mg cf h'igriluzole by uouth hvice a day

You will take the nigpiltzole by itself for 14 dayr prior to receiving your frst dose of uiwkuuab. Then
you will receive ?40 mg of uivolumab IV every 2 weeks and contiuue to take triggiluzole by mouth.

Part 2: Once the maximum dose thst can be safrly given to patients is identified, then in next group of
patients will lrc treated wit& that dose of trigriluzsl6 + pembrolizumab.

You will take the hipiluzole for 14 days prior to receiving yoru first dose of pembrolizumab. Theu you
will receive 200 rug of perubroliaunab fV every 3 weeks and continue to take tlipiluzole by r:routh.

During the treatmeut period, you will need the following exarninations, tests, and procedures described
below" Some of these exffrns, tests, andprocedures are part of your regular medical care (standnrd of
care).

r Physic*l Exams: You will have regular phXnicel exsulls, including measuring your weig*rt. You
will be asked qtestions about your general health and speeific questions about any problerns that
you might be having eird any medicationr you uraybe takiug. Please tell you'doctor about any
medical treatruents that you will have to get dtring the study (such as seheduled surgery).

r Blood Tests:
o Every 3-3 weeks: For the first I weeks, spproximetely 2 teaspoous (10 rnl,) fbr routine

testing, srrch as, a courplete blood cotmt, kiduey. liver, and thyroid tesfs tCI er$ure that it is
sefe to adnriuirter any of the dnrgs included in this study.

fi After the first I weeks, these tests will be perfonned every 6 weels.
o Research blood collection Ibr dnrg levels: Approximately I teaspoons (5 rnl-) of blood

will be collected on the first day of h'eahnent (Week -2) at 3 tirnes (prior to dose, ? hours
after dose, and 4 hotu's after dose). Irr additiou. approximately I teaspoons (5 mL) of
blood will be collected on at Week I and Week 6.

o Research blood collectio$ for biologic studies: Approximately 1 teaspoons (5 mL) of
blood will be collecfed ou the first day of treatunent (Wesk -2)" In additiou, approximately
I teaspoors (5 mL) of blood will be collected on at Week l, We*k 6, ard Week 12"

e Pregrranry test, if you are a woumu of child-bearing poteutial.
r Assessmeut of your caucer: by CT scan. These assessmeuts will be perfonued at Week 7 and

S/eek 13 aud theu every 12 weeks. If your caucer is found to be irnproving, you will be asked to
repeat the CT scsns iu 4-12 weel$ to coufimr the response.

r Biopsiec (e saryple of the fiuuor), If there ic a hnuor thaf can be easily $aurylsd by a biopsy in the
offiee setting, a huuor biopsy will be perfonued at Week I aud agein at Week 6 to detenuiue
how tbe hrmor and the imruture eells in the nunor are responding to the trealnert Siopsies
optional but stroagly encourage<l). This procedtue rvill be done at no additional cost to you.

Yatu doctor will stop sftldy h'eatmeut if any of the followirrg occur:
r You hnve complefed study featurent as planned
r Your doctor decides th*t yo*r disease is rvorxe (disease pr"op'essiou)

I
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Priucipal

r You develop ruacceptable side effecfs
r You become preguant or are mwilling to use appropriate birth conhol techniques
r Tbe sfudy doctor deferurhes that it is uot in your best interest to eoutioue &e study treatrueut
r New iuforuratiou becotres available
r The study is stopped by the sponsor,
r You choose to stop shrdy treatrneut

, the IRB. or FDA

After you have completed shrdy treatment:
After all study treairuent has stopped, you doctor will ask you to refum to tbe clinic for au eod sf
treatment visit, which will be approximately 13 rveeks after yorr last dose of sttrdy drug. The following
assesrmeuts will be doue at these visits:

r You will be asked to rryort any synrptonrs and health problerus you have atrd any new
medications yatr have starled.

r You will have a complete physical exemination, lvith your physiciau or phytsician's assistant,
ircluding meail$emert of yotx l"ital siggrs (breathing rate. blood pressrue, temp*rature, and heart
rate), lreig$t, and weigbt.

o Evaluatiou of yor:r obilig to eany out daitry aetivities"
r You will have blood tests:

s Approximately2 teaspoons (10 mL) for rotrtine te*ting, such ns, a courplete blood
couot, kidney, and liver function tests.

If you have any ougoulg side effect at the time you complete the study or yotu doc{or discontinues you
from the shrdy, tbe study doclor will continue to follow your condition mtil the side efkct resolves or
berorues stable.

I"on$-Ternr Follow-Up

If yoru disease wsrsers or you stop study treatrueut" the study statlwill contact you npproximately every
12 weeks a*er yoru last visit to cbeck or your heolth stafus. If they are not able fo reach you, thsy may
use a pr$lic iufonustion ssurce (like cormty records) to obtsir information about your survival stahrs
ouly, which will be reported a$ pafi of the data for the sttrdy.

Whst nre the risks srd/or discomforts you might experience if you tnke part in this study?
Treahneuts fur caucer o&eo have side effects, iucludiug some thnt are life-tlueatenfug. There is the
possibilify of death occurring as n result of this treatment and its side effects. The,re may be additional
unknown risks.

If you experience $evers side effects associated with fhe study drug" yout' doclor may prescribe
rnedicatiorx to lreat the side effect(s), ftiture treahuents uray be delayed, or trechent may be stopped
perm*uently. Auy significant new findings that develop dtuing the couse of tlrc research and may relate
to your willinguers to cantinue participntion will be provided to you.

The efftcts of tripiluzole in hurlaffi are not yet knoum. Because the dnrg is convetted to its active form
as riluzole in the human body, we anticipate that this drug rvill have sirnilar adverse effects as riluzole.

I
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$our of tLr rommotr side cllbets of rilnzole me a$ follows:
e Nauses and vomiting
r Dizzin*ss
r Diaffhea
r Abdominalpain
r Yertigo (eefing like the room is spinning)
r $kin sensaticn *ueh as buruing , pricking, itchisg or tingling ser*etion with uo epparent physical

cause (Circumoral paresthesia)
r Sleepines*(somnolence)
r Decreased lung fuirctions
r Alraonsfil physical rveakness or lock of energly (Astheuia)

Oth*r less commoa side eflbcts rre:
r Elfect ou the liver le*diug to furcrease in levels of liver fimction blood tests.

Brr* side effects lrsoci*t*d with riluzole include
r [,nw hemoglobin (Anemia) and decrease in rvhite blood cells (Neutropenia)
; Rarely patimts trested with riluzole have developed iuterstitial lung disease (thicke'ring of hxrg

tissue which limits oxylpo passing througb) or hypersensitivity paeumonitis (inflar*matioa of the
h*gs).

Riskfi end *dvm* effects rssocistcd with Nivolumsb:
Nivslumsb may muse one or rnore of fte side effects listed below. This infoluration is b*sed os data
&om cancer sudects in other clinical sials with uivolumab. In addition, fhere may be side effects that
are aot yet known that may occur. You should tell yoru doctor or trur$e right *way about any possible
side effects you experience.

Yery common sid* dfnctr olnivolumrb nre: [Mort thrn 1/10]
. Fatigpe. Rash

Comulor side effects of nivolumab includs: [More than 11100 to less than l/101
. Abdominnl pain
. Alkalhe phosphatase iucrensed: l*b test result associated with liver or bone abnonnalities
. .A"LI iucrms*d: lab test rc*ult agsociated with abnornnal liner fimction
. Amylase increased: lab test rasult associated a.ith psncrear inffcmm*tion
. AST inereased: lab test result ns*ociated with ahnonn*l liver fiinction
. Chills. Co*Sh. Crestfurhe increased: lab test result associated with decreasedkidney ftrnction
. Decrea*ed appetite
' Diarhea
'Drymouth

I
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Dry skin
Fev*r
Headache
Lips$r ircreasd: lab tent result associated wift pmtrcfls inflmmntion
Tnflemmation of the colon
Inffarnmation of the mouth
}rfrrsion rslnted reactisn
ltching
Joiat p*in or sti&ffi$
Ioss of,color fuigmeut) from areas of skin
tuagiufiammstion {prannouitis - see detsils below)
Musculoskeletal pain
Nausea
Shortness of breath
Swelling, including face, ann$, aud legs
Thyroid gksd frrnctiou decrerced
Thlroid glnrd firsction in*reased
Thyroid stimulxiug hormoue increased: l*b test re$rlt assoriated with abnormol thfoid function
Tiuglfutg; buming, rrcr*uess orwenknesu, poesibly in annr, legr, hauds a&d feet
Vomiting
Conetipation

Uncommor side effe*tr sf eivolnmrh indude: [More than lll,000 to less thrn l/lfi]l
. A&malglmdfirustiondecreased. Alluf;lcreaction. Bilinrbin $iver fimctien blood teet) bcre**d. Bxvachitis. Cranial nenre disnrder (problems with the lmnre* in the face arrd neck). Diabetes. Dizziness. Dry e1n. I{airlo*s. Elea$ratEiusreased. Hmrt*)tthabaormal
' HiI& blood press$re. Hives. Inseaspd bloodsugar
' trnflnrrmation of tha ep. trnflnrnmatiosoftheheart, Iuflsmmatioa ofthe kidney. Inflarnmation of th* paocreas. Inflarnmation of the pituitary f;Imd. Inflnmmatiou of the stomach. Isflamm&tion of the thyroid gland

I
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Uvq iuflamurntion
lnw blaod presflue
Pituitary glald fiuctiou decreased
Pcoria ir: chnrmterized by patchrs of abnonnal, scaly skir
Redaess ofthe skin
Reu*[ failure
Regpirntory faitrure
Sodfutn levels in blood low
Upper re*pirxtory tact infectiou
Verrigo
Vision blurred

Ilare side effects of nivolumrb indude: fMore than 1110,000 to kss than 111,0001. Anaphylactic reaction (severe allergic reaction). Damage to the protective covering of the rerves in the brain aud spinal cord
. Diabetes complications resulting in excess blood acids and diabetic conra. Erythenra rnultifonne: skiu inflarurnatory reaction. Guillain-Bane sprdrome. au autoirrunune disorder associated with propryssive uruscle weakness

or paralysis
. hrfinmmatiou of blood vessels
. Lrfiamnratiou of the br*in, pofentially life-tlueatening or fatal
. Lrmg infiltrates, associated with infection or inflammalion. Muscle in{lamnration. or iuflanuuation of tlre heart ruuscle. Myastheuie syndroure (ueurologic syrdrome characterized by muscle weakness) includittg

mlasthenia gravis, a newe disease that may catre weakness of eye, facs, breathing, and
swallowing muscles.

. Polynyalgia rheumatica. an" iaflarumatory disorder causing muscle pain and stiffiress

. Rhabdouryolysis: mtrscle fiber released into the blood shesrn rvhich could dam*gp your kidneys

. Rosacea: acue-like skiu conditiou resulting in reduess of face. Sarcoidosis, a disease involving abuomral collections of inflanrmatory cells (ptnnulomas) in
organs such as lurgs, skin. and lyrnph nodes. Stevens Jolurson syudlome: inflaruuatory disorder of skin and mucous urembranes, restrlting in
blistering and shedding of skin. Toxic epidermal necrolysis: a potentially fatal disease characterized by blistering aod peeling of
the top layer of skin resembliog * severe bwu. Histioeyfic necrotizing lyruphadenitis or Kilnrchi lynrplradenitis: disorder of the lprph uodes
which causes the lyrupb nodes to becoure enlarged, inflaured aud painful, conunouly affecting
lympb nodes of the neck aud possibly associated with fever or rntrscle and joint pains.

Lung Inflamrnntion (pneum.onitir): It is possible that nivohunab nray car$e inflanunation of the
tissues of the lung. This *dverse effect has beeu reported infrequently iu patients treated with
nivohunab" While rna:ry patients with x-ray or CT abnonualities have ueit developed a$y s]ilDlltoms,
some patients have developed mild to severe syruptoux and iu r6re cases, death has occrmed as a
result of fheir luag inflarnmatiou. Siprs aud syrnptoms of lung inflarnrnatiou may inchrde difficulty

r
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breathing pain or discomfort while breathing, cbest pain, eoun&, shorhess sf breath- increased ffflte
of brcatlring, fever,lorv blood oxygffi levels, or fatigue.
You study doctor and nuse will wctch you closely for changes iu your ability to breathe and for
other sigus CIr ByIDStoInB that miglrt shorv you arc develCIping this tlpe of hurg inflamnmtion and will
perfomr regrrlal tests including physical exailr*. measureruert of oxygeu levels througfu oon-invasive
testiug (i.e., ptrlse oximeter), blood tests, ehest x-mys and/or CT scans.

Please inform your shrdy doctor or rnrrxe AT ONCE if you experience any of the following:. Anynew or increased shortrress ofbreath;. Anyuew or iucreased chest pain;. Any new or incre*sed painldifficulfy while breathing;. Aay new or increased cougilr or any signilicant change iu yoru t1rye of cough; for exaruple any
new or increased mucaus or blood in yoru'cough;. Any change in &e amorurt of oxygen you require;. Any fever, fatigpe, or other qnuptoms that occur at the same time as auy changes to yorx'
breattring or other lung synptoms"

If you start to develop sytnptoms, yoru'shrdy doctor will ask you to renux to the clinic for additional
tests, which could iaclude a physical exsm. oreasruement of oxlgerr levels, blood tests, chest x-rays,
aud/or CT scans. You will be monitored very ctrosely for changes in you'overall lung synrptoms,
mouitorfug may reqnire lrospitalization" You nroy require ryecific treatment in order to coutrol
pneunonitis. You rray also be seen by a speeial doctor called a pulnronologist, who has special
66inin$ to be ffi expert ir how your hrnp wo*.

Prolonged treaheut rvith medicines that suppress inffarnmation, sometimes ueeded to nrau*ge the
side e{Ieets of nivshuuab heahuent, nray lower your body's ability to fight offcerlain infections (i.e.,
opportrmistic infecfious). These infections may require treatmeut with antibiotic or aritifimgal
medications and maybe fatal.

Risks nld stlversc effects sssocirted with Pcmbrolizum*b/I(EYTRUIIA
The urost conr$ton freatment related side effects are shown belorv. Some are discussed iu greater deteil
uuder auto-immtme side effects.

Yery common ride effeets reea in more th*n 20o/o of p*tieuts treated with
pembrolizumrb/I(trYTRUDA@ incluile the following:

r Itching oftlre skin
r Loose trr watery stools
r Cough

Common rcon in more thsn 10Yo to lers th*n 20% of pntisnts trelted with
pembrolizumabll(EYTRUDA& include the following:

r Joint pain

l:i04/2018
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r Fever
r Backpsi$
I Rasb

Common side effects sacr ilr m$rc thsn 1o6 to lssc th*n l}Yo at pntisnts trested ryith
pemhrolizumab/tr(EYTRUDA8 inclurlc the following:

r Not enough tbyroid hormone so )ou rufiy lbel tired" gain weight, feel cold, hnve in&equeuf or
hard stools

r Tss much thyroid hormore so you may &el anxiouso ffigry, cau't sleqr, weak, tremble" svreat"
tired have loose aad wotery stools

r Inflamnratioa of the slcin so yCIu m*y have peeling of the skirr, itching, skin rednessr Low level of salt iu the blood that may c$use you to feel tired, confirsed, headache, muscle
cmmp$ orupsef stomach

r Trrflqmmation of the lungs so you lnfly feel short of breath and coug$. Rarely this rnay lead to
deet&

r &rflilnmation of tlre bcwels/gut tkat ca$ cause ctourac.h pain with loose or watery stools
r Pair inyourbelly
r Loss of skin color
r Dizziness or fainting (low blood pressru:e), flushing, rinsh. fever, shofftless of breath or sick to

your stomacb at the time of reeeiving yorr infusion (IV) or just after, or pain at the site of
infusion

Common Serious ride elfrcts ssrn in l% to 4o/o st p*tient* trested with
pembrolizumrbltr(EYTRUDA$ include the foltron ing:

o Inflanrmation of the lungs so you may feel slrort of breath aud cougrh. Rarely this may lead to
death

r Inflanrrrration of &e bowels/gut that can carxe stomnch pain with loose or watery stools, or stools
that *re black, tarry, sticky or have blood orffiueus

r Fevsr

Immune-medisted seriors side effects reen in lesr th*n lv/o af pnlients trcated with
pembrolizumab/l(EYTRlfDA8 include the fotlorving:

r Lr{lsnuuation of the skin so you may lrave wide*pread peeliug of the skiu, itching, aud
skin rcdness. More severe skir re*cfioufi rn&y irrvolve the inside of yourmouth, the uu&ce
of yoru eye and genit*l areas, aud/or may cilrse the top layer of lmru skin to peel from all
over yow body which car eause severe iufeclion. Rarelythese reactions lead to denth.r rnflprnrnation of the liver so ygu may feel not hurgry. tired, mitd fever, muscle or joirt
ach*s. ttpset stom*ch aud vonriting stolnac,h pain, bleeding and bnrisir:g nrore easily than
normal, yellow eyes and skin, dsrk uriae.

r In{larnmatiou of tlre pituitary glatd (a gland iu the head), which mfly cause headaches.
upset stornach, chsnges iu behavior. double rnision, few to uo meustnral cycles, weakness,
vomiting and dizziress or fainting.

r
Version dafe: l2CI4l20l g

Page l1 of20



Str.r& Titls A Pharc I Studv to Evaluatc {ht Safcty of Trigriluaok ffC415?lBHV4l5?} iu Combia*tion with PD-,l Blo.kiqg &rtibodies

-

r Adrenal gta$ds (glsods tbat consol blood pres$me and stress respon$e) mryuot make
enouglr honuone cau$ing tiredness, weight loss, nruscle weakness, feeling {hint. joint,
nruscle and aMourinal aches, nause6, vorniting, loose or watery stools, Ibver, salt craving
mpid heart rate, and somelimes darkening of the skin like a sturtna.

r Too muc.h thyroid hormone so you may feel anxious, srrgsy, ean't sleep, weak, treruble,
increased sweating, weight loss, hair loss, tired have loose and watery stools"

r Not euougf;r thyraid homrone so you r:ray Ibel tired, gaia weig&t, feel cold, have
iufrequent or hard bowel movements.

r krflamruation of the kidney so you mey pais less urine, have clotrdy urine, see blood in
your urine, swelling aud low backpain.

r fuflnmmatiou of the muscle$ $o you mxy feel wenk or pain in the muscles.

r Inffanrmation of the parrcrefls {o glad in }rour abdomeu tbat controtrs sugar levds) so you
mayhave s€vere upper aMomincl pain that msy mo?e to the back, sick to your stom*clr,
aud vomiting that grts worse wheu ysu eat.

r Inflaurmatioa of the eye so Jrou rray have reduess of the eye, blurred visioa, sensitive to
light, have eye pain, see Iloatem or have headnches

r Too rnuch sugar in your blood {diabetes) so }CIu may feel thirsty. and are likely to need
repptar insulirl shots.

. hflarnmation of the nerves that rnay eeuse pain" wenkness or tingling in the hand and feet,
aad may spread to the legs, arms and upper body leaditg to revere muscle weakness and
possibly temporary paralysis.

r Inflanrmatioa of the middle layer of your heart wall (myocarditis) that may cause yorr heart
to have difficultypumping blood throtrghout your body, which can cause chest pain.
shortness of lrreath aud swelling of the legs. Yotr may expmience a fast or inegular
heartbeat that may cause dizziness or faiuting. Souretirnes this condition can lead to death.

Additioncl serisus side rffcrts recn in lesr thnn L096 of prtierts trett*d with
pembrolizumabl[CEYTRUDAa include thc following:

r Dizziness or: {hintiug (low blood preseure), flushirrg, raslr" fever, shortrtess of breath or sick to
yorr stomach at tbe time of receiving your infiisiou (IV) or just after, or paia at the site of
iu&uiou.

In *dditioa to the above, the following side effect(s) have beea $e*n fu patients on
pembroliaunab, but are still being evaluated to detemrine if tlrey are related to the drug:

r A condition wherc you will feel weakness aud fatigue of yotr hip and thigh muscles and
an aching back catxed by yoru body's iurmuae system attacking yoru healthy cells and
tissues.

Ri*ks Rcl*tnd to Reproductive hedth/rcxud activity
You should uot become pregnant or father a baby while on this str.rdy because the dnrgs in this study can

T
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affect atr $trborn baby. Researchers hnve not smdisd the eflbct of *le study drug trigriluzote on lrumao
sperm and eggs. Trigriluaole hns not yet been studies iu fertility and fetal development shrdies. Riluzole
has been known to cause fetal death aud defonuity, which is the active foim of trigriluzole. Nivolumab
andpenrbrotizumab are likely to cauxe harur fo the developiug fenrs. Tlrerefore. both men and women
shsuld not attempt prc[maucy and women should not be preps]ant or breast-feediug while taking parl iu
this study aud for at least 5 rnonths after your last dose of the study drugs. It is inrportani you understand
that you need to rne birth sotrOol for ao loug as yolr sr* receiving reamrent on this sfudy nnd lbr 5
rnonths affer completion of atl treaturent to prevent pregruulcy or frthering a cbild.

If sexually acfive, both nreu and women should use ar e{fective method of birth control while taking the
study drug. Bartier contraceptiv*s (condoms or diapluagrn) with sperruicide, intrxuterine devices (IUDs),
honuonal contraceptive$, oral corrtraceptive pills, surgical sterilization. and conrplete abstinence are

examples of effective uethods. Ouly methods that u*e coudotus provide reasonflbleltme protection
agaiust sexuallytrarxmitted diaeases. If yon sryour parlner becorues pregurant while takiug the study
drug, you must tell your study uruseldoc.tor iuuuediately" You may have to stop the shrdy dnrg. Your
doctor will discuss other treatment optious with you if you stop fhe study dnrg.

A womsn should not bresst-feed a baby while in this studybecause the PD-l antibodies may enter the
breast milk and possibly hann the child.

If you are I lyonmn capable of bearing childreu, you will have a prcEprarlcy test belbre you cau
participate iu this study. If at a$y time during tlre study or within 5 months after your last dose of the
sfirdy drug PD-l arxibody you suspect that yau h*ve beconre prepgr*nf, please notiff the study doctor
immediately.

M*le participants should isrnrediately inforru the rtudy doctcr if your partner beeomes preguant dwing
the shrdy, within 5 moutbs after yotr last dose of the PD-I anfibody.

There is a sruall charrce that trearrnent in the study may make you urable to have children in the fufue.
You can ask your doctor for information abcnt pre-heafineut or post-heatment reprcductive or furtility
options prior to agreeing to participate in the study.

Risks rsrociatod with reserrch biopsies
Tlrere are some risks associated with a biopsy. Biopsies are optional but strougly encotuaged to meet the
scieutific objectives of this study.

r Pain and discourforl at the biopsy site
r Minorbleediag at the biopsy site
r Teudenress at the biopsy site
r Scarring at the biopsy site
r Rarely, an iufection ct the biopsy site.

Crn you tske other merlicino* while on this *tudy?
You doctor will review 1,our rnedication list at the start of the study and at each visit.

I
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You are asked to avoid (limit as much as you can) caffeine ard smokiog tobacco due to possible elrugr-
drug internctions. Plecse linrit cn{feine to I csffeiunted bevemge per d*y or les$ snd linrit smokir]g to le*s
than oue pack ofcigareties per rveek.

You shonld not take any overthe-counter medicines, herb*l products, vitamins or food strpplemeuts
while taking part in this shrdy, urless yotr tell the sh"rdy doetor and get pennission froru the sh:dy doctor
to go on taking tltese nredicines. You will follor.v tlre instnrctions of lhe study doctor about rhe me of
any of these products. You should also tell the shrdy doctor about all uredicines tlut ofher doctors may
have prescribed fsr you to take.

Are there *ny berelits for you if you tksese to trke peil in this rcsecrctrr rtudy?
Th*re rnay or urey not be direct medical beuefit to you from taking part in this study. For patients with
the types of cancer that roufinely treafed with the PD-l antibodies (iucluding melanoma, kidney caneer.
lung caucer, head and neck cancer, ard Hodgkin's lyruplroura), you uray receive a direct uredical benefit
related to the PD-l antibody. It is not known if the trtgriluzole is effective anti-cancer medication.

It is hoped tlmt tlre infonrr,ation learned from this strdy will beuelit other pctienfs with cancers in the
futme.

\ffh*t Bre your clternsfives if you don't want to take porf in this sfudy?
Talk to your doctor about yoru ehoices before you decitle if you will take pafi irr this study. Depending
on yom' type of cillcer. standard treafineuts ruay include other inunurorherxpy, chemotherapy taryeted
tlrerapy. or best supporlive care/hospice. There also uray tre other clinical trials available to you.

The most cofirmon carcer types expected to be in this study are lurg cancer, lynphoma, kidney eaucer,
and melatoma- For lung cancer and lympkonro, ffiost patieuts are trested with chemother*py. For kidney
carc.er, mast patieuts are heated with targeted beatmenfs, which can be given IV or as pills. For
nrelanoma. itur:unotherapy and sometiures targetd dnrgs arc med.

You art rurder no obligation to take parf in this research study. ffy'ou decide that yotr do not wish to take
part in this study, you are {iee to le*ve tl}e study at any time.

How will you knaw if nsw informstion is l*crned thrt may sffort whether you src rr{lling to rtry
in this resssrch study?
Dhring the course of the shdy, you will be updated about any new information that may affbct whether
you are willing to go on taking part in the study. If uew information is leamed that uray affect you after
the shrdy or your follorv-up is cornpleted, you will be contaeted.

WiIl there be ouy cost to you to take pnrt in this study?
You antl/or your insurnnce corupa$y will be billed for the costs of your trealrueut that are considered
rtandard of care {for exaurple, doctor/ Advanced Practice Nurse (API'$ visits, uursing care to admiuister
the heatments, rolttilte lab tests, restaging Bcars, etc.) as you lvauld have rcceived most of these senrices
el"en if you were not participating iu this study. You will be re.spo*sible for a$y co-payueuts due for
office visits, co-instuauces and deductibles due on any tests anrUor procedures that are required and

I
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coasidered standard care.

Triggilueole is provided at no cost to you lry the study spousor.

If you participate in tbe aptional biopsiea, there will be ns co*t to you for the bropsy.

If you hrve any qrrcstions about insuranee csverage: including eny out of pocket Exp€nses you mig$t
incur, or whic.trr laboratory or facilities you are allowed to have tests at, a financial counselor will be
rnade availnble to yorr upon request.

lYill you be poid to talse plrt in this study?
You will not be paid {br your p*rticipntion in *ris research st*dy.

IIow witrl inform*tiou rbtut you be keptprivato or conlidsntisl?
All efforts will be made to keep your personal inforuration in your resesrch record coufidential, but total
confidsrtiality cannot be g;uaranteed.

Yorr I health iuformatiou, identifiers nncl research data are stored and kept in a secure area in the
. Courputer screerls containing personal health ideutifiers are

rrlaccesst ffiilly doctor and research team will have direct access.

A descriptiot of this clinical trial will be available on ClinicalTrials.gov. as requir*d by U.S. I-aw" This
Web site will uot include infoiruation that cau identifu you. At most, the Web site will incltrde a

srrnrnaly of the results. You can search this website at nny tirue.

Whct will hrppen if you are iajur*d during this study?
ffyau take part in this study, you will be expcsed to eertain risks of pemornl injury in additiau to those
associated with stardffrd f,orms of heatnent.

Ilr addition, it is possible that during the corxse of this sludy, uew adverse effects of triggihnole that
result in personal rnjury may be discovered. Please refer to sectioti 'Whal are the risks an#or
discom{brts you might exlxrience if you take part in t}ris study?"

The University will make approprinte refenals for medical aadlor de$d heatment for subjects who
sustain personnl injuries or illnee$es *s a direct csu$eqgence of participation in the research. The
subject's health iusruauce carrier or other thirdanrfy psyer will be billed for the cost of this hestmeuf;
provided that the University shall not submit to federally ftrded progranrs, e.g., h{e,dicare, Medicaid or
CHAMPUS, for reimbursement fir"st if subrnissiou to such plogsams is prohibited by law. No fiuancial
eompensation will be provided by the Urdversity and no other type of assistatrce is available &om the
University.

\ilh*t will hopper if you tlo not wish to t*ke part in the study or if you lster d$idc not to stay in
thr sfudy?
Participatiou in this study is voluutary. You ruay choose uot to participate or y"ou nray cbange your ruind

I
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*t *nytime.

If you do uof wnnt to enter the study or decide to stop participating, your relationship with the sfudy staff
will not chaugn, nnd you mey do so witlrout peuelty and witlrout lo*s of benefits to which you ffre
oilrerwise entitled"

You nral also witlrdrsw yoilr sonsellt Sbr tke use of your dflta. but you mrrst do this in writiug *oI
I (addressprnvided onpage l).

data that has been sent to the , the Oflice of Htmran Research Services at the
camot be witirdr-awn becarse there nray not be auy

with ynu. We are required by the Food and Drug Administratiorr however, to
continne to report anything that relates to the safety of tbese dnrgs.

At any time, the sfudy doctor c.an take you out of this study because it would not be iu your besl interest
to stay iu it. Yoru study doctor can stop treatnrent even if you ue willing to stay in the *tudy.

If you decide to withdraw frorn the shrdy for &ny reason, you rnay be asked to rehrnr for at least one
additional visit for snfeiy ressons.

Also, you sbould understand that the spo&$or. in ccnsultation with the study tloctor, can withdraw yotr
&om the study at aly time if you do not follow the inshuctiors related to &e study, if you need a
different teahent, or if you have a study-relate,l irj*y.

Iffho can you call if you hrve any questionr?
If you have arry ryrestiors about taking part in this study or if you lbel you nray have ruJfered a research
related mjury, you can call the study doctor:

It'you have any questious about yoru rights as a research subiect, you car call:

Whst ilre your rightr if you dxitte to teke part in this rese*rch stutly?
You have the right to ask questions about any parl of the shldy at any tirue. You slrould not sigrr this
form urless you have had a chance to ask questions and har.e been given answers to'all of yotu
questions.

r
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Study Titlc A PI$sc I Snrdy to Eyd$atc tbe Safcty of Trigriluzolc (}C-415?rBHV-415?) ia Conrbisatiotr t'ith P&l Blocki:rg Antibodi*
Prircipal lnrcstig*or:

PERltilS$IOlt {AuthsriratiCIn} TO USE OR $HARE IISALTII INFOAI}IATION THAT
II}ENTItr'IES YOU SOR A AESEARCH STUDY

Infomratiotr about you asd your health is personal ard private, so this infomration generally carurot be
used h research without lrow written permission. The next few paragraphs tell you about how
re$esrchers want to use and sh*re yorx health iulbnnation in this resesreh sfudy. Yoru information will
ouly be used ss dsscriM here or as allowed or required by law. Ask questions if you do not rmderstand
auy p*rt of the research or the use of your healtlr isformation. If yru sipr this co$sert fonn, you agree to
let the researchers use your infonnation in the research aild shile it with others as described below.

What is the purpose of the rtresreh cnd how will my informsfion br ured?
You are king invited to take part ful this research stndy which is described at the beginning of this form.
The purpose of *ollectins and using yoln health furfon*ation for this shrdy is to help ressarc&er$ s$swer
the questions that are being a*ked in the research.

Whst informrtior rbaut me will be used?
. All informatiou in your uredical record
r Hospital discharge surnmaries
r Radiology records or imnges (MRI, CT, PET scans)

r lttfedical hi*toryor keatmeut
r ldedicatious
r Consultations
r Laboratory/diagposfic tests or imaging
r EKOandlorEEGreports
r Pathologyreports, specimen(s) or slide(s)
r EmerlpncyMedicinsr*portc

\ffho mny use, shrre or receive my information?
Th* research team may use or share yoru infonnation collected or created for &is study with the
followi

e

I
I
I
I
I
I

T
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Those persons or ot3rmizatious that receive yow infonnntion may uot be re$rfued by Federal privacy
laws to protect it *nd may *here your infomration with others without your peruri$siou, if pennitted by
the laws gpvendl$ theru.

Wilt I ba rble to revi*w my rsreerch record while thc rcrerrch is ongoing?
No. We ale uot able to share infoimation in the research records with you uafil tlre strrdy is over. To ask
for this infonrration, please contect the Principal Investigator, the person in charge of this research study.

Do I hrve to give my permirsion?
No. You do not have to pennit $se of your iufonustion. But" if you do not give pernrissiorl you camot
take part iu this resear*h study" (sayrng no doe not stop ycu Sorn getting ru*dical care or other bene{its
you sre eligible for outside s1'rhir study")

If I say yes now, can I changs my mind anrl tnke awry my permirsion Ister?
Yes" You may clrange your nrind and trot allow the continued use of your informotion (and to stop faking
part ful the study) at any time. If you take away penrrission" yotu infonnation will no longer be used or
shmed in the study, but we will uot be able ta take bsck in{brmstion that has already lrceu used or shared

with othets. If you say yes now but chalrge your miud l*ter for use of ynur in{brmatiou in the research,
you must write to &e researcher and tell hinr 6rs her of your deeision:

IIow long witl my pe.rmixsian lrst?
There is no set date at which your autharization will expire. This is becau$e the information used and
created durins the study may be analyzed for many years, and it is not possible to know when this will be
complete"

lVhsre srn yCIu grt mort infomrtion?
You maycall tlre Nafioral C*acer Imtifut*'e Ctacer Informatiou Suvice rt:
Yoice: I-8004"CANCER (l-e00-422'623V)

You may also visit ths HCI Web site at bttp://eaucer.gov/
FoTNCI's clinical trials informatioa, go to: ht$:/lcancer.g:v/clinicaltri*ls/
For NCI's general irformstiou abont carcer, go to lrttp://eaucer.govlcercerirdol

Hyou do not have access to a pemonal cmqputer, you $Iay access the*e websites aild other infomlation
at a courputer in the Resourc-e ard Le,arriug Center on the second floor of the Cancer Institute of Neur
Jersey at no cost to you.

T
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Consent for optionrl biopsy(ie*):
I consent to l-3 biopsy procedures for biological samplitg of my tufiior, which I will dolrste for
the purposes of scieutific researclr, and nccording to the option(s) I have initiale#sfuned below:

n
Yes

n
No

I agree to donate an additional tuanor sample
take$ at disease rec:trrence to be used for
additional research related to my cancer and/or its
treatment:

hritials of
Patient

AGREEMENT TO PARTICIPATE
I have read this e*tire lbrm, or it has been read to me, and I trelieve that I uuderstard what has been

discussed. All of rny questions about this fomr or this study have been answered.

I agree to take pert ir this study.

Subject Naure:

Subject Signahue: Date:

Signature of Investigator/Inttivitl usl Obtsinin g Con sent :

To the best of your abitify, you hnve expl*ined and discussed the full conteots of the study inchrding all
of the informatioa contained in this corxeut for:n. All questions of the research sulrject and those of
tris&er parent or legal guardian have been aceurately answercd.

InvestigatorlPerson Obtainin g Cousent :

Siguahre: Date:

r
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rOR NON-ENGLISH SPEAKI}{G SI]BJECTS :

Signsture of Reader/Trsn$letor If the Subject Dses Not Rerd English Well:

The person who bas sipped above" does not read Eogrlish well.
Yorr read English rvell aud are fluent in (*ante of the language), a largnrage
that the srftject (his/her parenf{s)llegal guardi&n) rnderstands rvell. You utderstand the content of this
consent form nnd you have trnnslated for the subject (hisrher pareut(s)llegal guardiau) the entire coutent
of this frnn. To the best of yorr knowledge, the subject (his/her parent(s)llegal grrardiau) understauds
the coatent of this fomr and has had an opporhruity to ask questions regarding the couseul fom and the
study, aud these quesfions have beeu answered (his&er parent(sllegal guardian).

Reader'ffrxnslator Narne:

Reader'/Translator Sigrature :

Witness Name:

Date:

Witness Sigu*hue: Date:

I
Version date; l2l04l?018

Page 20 of20


